Introduction
============

Plasmablastic lymphoma (PBL) is an uncommon and aggressive large B-cell neoplasm which is predominantly reported in HIV-positive male patients^[@r1]-[@r3]^. Described as having high association with human immunodeficiency virus (HIV) and Epstein-Barr virus (EBV)^[@r1]^, PBL is commonly reported in the oral cavity, followed by gastrointestinal tract, lymph nodes and skin^[@r2]^. Most of the patients are lost due to fulminant metastatic disease within the first year of diagnosis due to its aggressiveness and poor response to therapy^[@r4]^. It has been suggested that HIV-positive patients with PBL have better prognoses as compared to HIV-negative patients^[@r4],[@r5]^.

To date, no standard guideline has been established for the treatment of PBL. Chemotherapy with cyclophosphamide, doxorubicin, vincristine, and prednisolone (CHOP) and cyclophosphamide, vincristine, doxorubicin, and dexamethasone (CVAD) are the most widely used treatment regimens. The sinonasal cavity is an unusual location for PBL, and only sparse cases, in HIV-negative male patients concerning the maxillary sinus and nasal septum, have been reported^[@r6],[@r7]^.

Case Report
===========

A 56-year-old HIV-negative female patient presented with profuse right epistaxis requiring blood transfusion. The patient had two months history of right-sided nasal congestion despite medical treatment, and endoscopic examination revealed a friable, reddish mass occupying the right nasal cavity. Otherwise, she denied any B-symptom. Computed tomography showed that the mass filled the right nasal cavity, caused thinning of the posterior part of the nasal septum, and extended posteriorly into the nasopharynx ([Figure 1](#F1){ref-type="fig"}). In addition, there was an enlarged lymph node, which was measured 3x3.4 cm in size at level IV on the right side of the neck.

![Preoperative CT scan revealed enhancing lesion (asterisk) with the epicentre occupying and widening the right nasal cavity. Medially it causes nasal septum deviation to the left and thinning of the posterior part of the septum. The lesion extends posteriorly to the nasopharynx.](MEDJ-35-071-f1){#F1}

The patient was taken to the operating theatre and endoscopic examination under general anesthesia (GA) revealed the tumor originated from the posterior part of the right nasal septum ([Figure 2](#F2){ref-type="fig"}). The tumor was friable and bled to touch. Biopsy of the tumor performed and remnant of the tumor was debrided. The hemostasis was secured with coblator and adrenaline-soaked ribbon gauze. Histopathologic examination revealed that the tumour was composed of highly cellular infiltrative malignant lymphoid cells arranged in solid sheets. These cells had large, markedly pleomorphic, vesicular nuclei, some eccentrically located, open chromatin with large prominent nucleoli, and abundant cytoplasm ([Figure 3A](#F3){ref-type="fig"}). Mitotic figures and apoptotic bodies were frequently observed. An immunohistochemical study showed that the malignant cells were immunoreactive toward CD79a, CD138, and MUM-1, and negative toward CD3 and CD20 ([Figure 3 B-F](#F3){ref-type="fig"}). The Ki-67 proliferative index was 70% ([Figure 3H](#F3){ref-type="fig"}), and the cells were also positive for EBV encoding region in situ hybridization. These features were suggestive of plasmablastic lymphoma. The subsequent PET-scan showed increased hypermetabolism along the right side of the nasal septum with enlarged cervical nodes. Bone marrow aspirate/trephine revealed normocellular marrow with no evidence of lymphomatous infiltration.

![Intraoperative endoscopic examination of the right nostril. The remnant of the friable reddish mass (long arrow) is seen originated and flushed with the posterior part of right nasal septum (short arrow). The mucosa of the right nasal septum (asterisk) is unhealthy.](MEDJ-35-071-f2){#F2}

![Histopathologic examination. The malignant cells are arranged in solid sheets and display large, pleomorphic nuclei with large prominent nucleoli and abundant cytoplasm (A). These cells are immunoreactive toward CD138 (B), MUM1 (C) and CD79a (D), and are negative for CD3 (E) and CD20 (F). EBER-in situ hybridisation is positive (G) and Ki-67 proliferative index is high (H).](MEDJ-35-071-f3){#F3}

The patient received 6 cycles of hyperfractionated-CVAD chemotherapy. Surveillance PET-scans were performed twice within 18 months posttreatment and both did not reveal any evidence of recurrence or active disease.

Discussion
==========

PBL was first mentioned as having a strong predilection for the oral cavity of male-predominant HIV-positive patients by Delecluse et al. in 19971. Rapid spread, extensive local invasion and poor response to treatment are the hallmarks of PBL^[@r2]^. Despite being astoundingly associated with HIV, few of cases have been observed in HIV-negative patients in post-transplant settings or immunosuppressed states^[@r2],[@r6]^. Rare cases of PBL originating from the maxillary sinus and nasal septum have been reported in HIV-negative immunocompetent male patients^[@r6],[@r7]^. It has also been argued that EBV is involved in the pathogenesis of PBL^[@r3],[@r8]^. Laurent et al.^[@r8]^ proposed that EBV infection induces antiviral cytotoxic immunity, inhibits B-cell apoptosis and promotes the tolerogenic tumour microenvironment of plasmablastic lymphoma.

PBL has the unique immunohistologic features of diffuse large-cell lymphomas but with constant immunoreactivity to well-differentiated plasma cell markers such as CD138^[@r1]^. It has minimal expression of leukocyte common antigen (CD45), epithelial markers, and B-cell antigens (CD20 and CD79a) which are consistently positive in other types of B-cell lymphomas^[@r1]^. Strong expression of the post-germinal centre-associated markers ie. MUM1 and CD38 is usually present, and monotypic light chain expression is frequently observed, resulting in a phenotypic pattern nearly identical to that of plasma cell myeloma^[@r1],[@r2]^.

To get the tissue diagnosis, we performed examination and biopsy under GA like most of the reported cases^[@r6],[@r7]^. Since hemorrhage is one of the risks, biopsy is preferably done under GA in controlled setting. The management of PBL varies widely according to discretion of the physician because any established treatment guidelines are not available in the literature, owing to rarity and aggressiveness of PBL. As for now, chemotherapy with CHOP and CVAD regimens have been used in most reported PBL cases and in our case the patient received hyperfractionated-CVAD to reduce the toxicity^[@r9]^. Philip et al.^[@r10]^ proposed the combination of autologous bone marrow transplant and high-dose chemotherapy which may positively improve overall survival in relapsed patients after failed treatment with multi-agent chemotherapy. Furthermore, Liu et al.^[@r5]^ have reported good outcome using consolidation with hematopoietic stem cell transplantation following first episode of complete remission.

Survival for Patients with PBL has lower survival rates with the median survival time being four and three months for HIV-negative and HIV-positive patients, respectively^[@r4]^. It has been suggested that the previously studied HIV-positive patients had better prognoses and more effective responses to chemotherapy possibly because of the administration of antiretroviral therapies, and that the older and immunosuppressed HIV-negative patients had a higher likelihood of poor organ reserve, making them weaker candidates for chemotherapy^[@r4]^. The present case, and other scarce number of cases in the literature^[@r5]-[@r7]^, are exceptional; HIV-negative, immunocompetent patients with unusual sinonasal PBL have demonstrated a good response to treatment and survived beyond a year.

In conclusion, PBL is an uncommon but aggressive large B-cell neoplasm that occurs predominantly in HIV-positive male patients or immunosuppressive hosts. To the best of our knowledge, this is the first case of nasal PBL reported in a female patient with HIV-negative and immunocompetent background, while other similar cases although sparse, were reported among males^[@r6],[@r7]^. Lack of standard treatment guideline warrants further studies on PBL.
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